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Background of the Invention 

1 * ' 'cook 

'^^Xpapoln. appear to be davoH of *n«canl Uttnta «. ^a*. 

glaucoma are greatly limited by these side effects. 
Summar y of the Invention 



2 



EP 0435 682 A2 



compound capable of reducing Inlreoeuler pressure, of e pnermaceu Kelly ecceptaoe sen m 

o, b -^^^ J^32S!iS?i- ua. of inclusion complex of pros^a* oom- 

rin-prostagiandin inclusion complexes to the comea is entirely unexpected. 
Detailed Description of the Invention 
1, Definitions 

cydddexmn -hoar moleoules end f^f^J^Vf^f Zj2ee«*S. of euch complexes, 
of reS^lradcua, rxJure «hen epfxied to the eye inft.fam.df decydodextnn complex. 
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2 Descri ption of Preferred Em bodiments 

hyperemia than when applied in ""^^^^ te m,, oeUar hvpotenehre activity ere need 

M each a. known In the alt, ami are 

landins. In particular, POFtolnaopropyl eater. Suctt prc^awnr^PMnBa a conventional manner. 
ccrernerctaUyavaMrececanKprnp.^ 

art Usually, in preparing the inclusion complexes, ^'^^J^^^ror J* elevated tem- 
uHon. and/or In a water^isdbie organic -^*» * ^XblLo'n (about 4 to 8 

perature. For example, media, in 95% ethanol or 

hydroxypropyl groups per cyclodextnn molecule) are reaany sawum M 

SSS'd-r eohtfon ma, area be an**, with a eahtticn - me ^j^^ 
thedearsolufonofmecydodextrin compound, and^ 

The dissolution of a drug, e.g. a prostaglandin compound, . usuaBy % to 50%, more pref- 

er the employed cycJodextrin solution. Generally abo *° °^ drive the 

erably about 5% to 50% cydodextrin concentrates are rec^ended " ^ 

prostaglandin molecule into J| mS ot^hSs to ZSXSl****. the remaining. 

purposes, or the complexed drug can be P re fP tete . d * e ^^,2^ p^taglandns can also be 
example by cooling, or by concentration under re^dpr^sure. Tta p^parations. e.g. tab- 

r^oiidth^ 
, and fuBy dissolve in 

.een^^^ 

sion complex of at least one p^tagiandin^ ^^^£^^^2^ For ophthalmic 
acetate and phenylmercuric nitrate. 
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acceptable tonicity adjustor. „„„ n u ^ be used so long as the resulting preparation is ophthal- 

" '^rgredTenTare usuaily used in the following amounts : 
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j^/p^dient 

Prostaglandin (as inclusion 

complex) 
preservative 
Vehicle 

Tonicity Adjustor 1-10 

0,01-10 

Buffer 
pH Adjustor 



0*1-5 

0-0.10 

0-40 



q.s. pH 4.5-7.5 
as needed 



Antioxidant 

^rified water - »— * to 10 °* 



3. Example 



Pr ostag,andin F20TRIS salt was delved in ^^^^^X^. 
cydclctrinso^^^ 
containing 6 and 8 rabbits. 

oneeye.The contralateral Digilab) at the time of administration, and at 

nation pneumatonometry model ^^^^^Jj^Uferth in Table I. 

intervals of 1 . 2. 3. 4, and 6 hours 5^exWnT«i substantially Increased the Intraocular 

The data deariy show that compiexat.cn wW rf experimental animals that exhibited 
pressure-lowering effect of PGFzef ^^^^^j^^^^^^^^^^^^rtli^^S«ri^Mi^w3S^IS n W* can ^y lower when the pros- 
ocular surface hyperemia three hours jj nc ^ ^[^ u ^" (^nro ex with p^cyclodextrin. 
taglandin compound was administered as an Indus™ complex v^«V the present invention 

Theforegoing description deta *^ J^JSSJlSo-no may appear in text, itshould not 

only by the lawful construction of the appended dams. |nventJon ^ comprehends a 



EP 0 435 682 A2 



and. where necessary, adjusting the pH to a value w f"^ 
acceptable preserva^^ 

intoanappropriatecontainer.forexampleadispensingcontame^ 
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Claims 
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the treatment of ocular hypertension, 
cally acceptable salts thereof. 

being PGF* 11.15-dipivaloyl ester. 

4 The use according to any one of the preceding Cairns, wherein * * 

lydodTxoTseleid from the group consteting of «, B- and gamma^cyc.odextnn. 

5 . Th euseac,ord.ngtoanyoneof^^ 
such as 2-hydroxypropyl-p^cyclodextrin. 

«,« «™«Hio a dams wherein said ophthalmic formulation is an aqueous 
cydodexuln compound or pharmeceotioally acceptable »» thereol. 
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SXo« of data 1 to 6. a* an opMtatotally acceptable c«Ur. 

(W/V). 

,, A oontposHon. median, or M » *M In an, «■ - T to 9 wherein the proe^andtn 
S fStendl" F*. and the cydodexlnn k hytlroxyprcpyHK^odeflnn. 
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hypertension. 

(sh This invention relates to the use of an inclu- 
W sion complex formed from a cyclodextnn and a 

prostaglandin compound, which compound is 

capable of reducing intraocular pressure, for 

the manufacture of an ophthalmic medicament 

for the treatment of ocular hypertension. 
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